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the entire period of observation (17–21
days) and an additional 10 days. Serum
samples from these control contact
monkeys drawn at the time of seed
virus inoculation of the test animals,
and again after completion of the test,
shall be shown to be free of measles
neutralizing antibodies.

(3) Test results. (i) For each lot of vac-
cine under test, at least 80 percent of
the monkeys must show measles anti-
body serological conversion (1:4 or
greater) when the serum as obtained
from the monkey is tested and the con-
trol contact monkeys must dem-
onstrate no immunological response in-
dicative of measles virus infection.

(ii) The measles virus seed has ac-
ceptable neurovirulence properties for
use in vaccine manufacture only if for
each of the five lots (a) 90 percent of
the monkeys survive the observation
period, (b) the histological and other
studies produce no evidence of changes
in the central nervous system attrib-
utable to unusual neurotropism of the
seed virus, and (c) there is no evidence
of the presence of extraneous neuro-
tropic agents.

(4) Need for additional neurovirulence
safety testing. A neurovirulence safety
test as prescribed in this paragraph
shall be performed on vaccine from five
consecutive lots whenever a new pro-
duction seed lot is introduced or when-
ever the source of cell culture sub-
strate must be reestablished and recer-
tified as prescribed in § 630.32(a) and (b)
of this part.

[38 FR 32068, Nov. 20, 1973, as amended at 40
FR 11719, Mar. 13, 1975; 49 FR 23834, June 8,
1984; 50 FR 4138, Jan. 29, 1985; 55 FR 11013,
Mar. 26, 1990; 55 FR 47875, Nov. 16, 1990]

§ 630.31 Clinical trials to qualify for li-
cense.

To qualify for license, the antigenic-
ity of the vaccine shall have been de-
termined by clinical trials of adequate
statistical design, by a suitable route
of administration of the product. Such
clinical trials shall be conducted with
five lots of measles virus vaccine which
have been manufactured by the same
methods. There shall be a demonstra-
tion under circumstances in which ade-
quate clinical and epidemiological sur-
veillance of illness has been main-
tained to show that the measles virus

vaccine, when administered as rec-
ommended by the manufacturer, is free
of harmful effect upon administration
to approximately 1,000 susceptible indi-
viduals, in that there were no detect-
able neutralizing antibodies before vac-
cination and there was serological con-
version after vaccination. The five lots
of vaccine shall be distributed as even-
ly as possible among the 1,000 individ-
uals tested. Demonstration shall be
made of immunogenic effect by the
production of specific measles neutral-
izing antibodies (i.e., sero-conversion
from less than 1:4 to 1:8 or greater) in
at least 90 percent of each of five
groups of measles susceptible individ-
uals, each having received a virus vac-
cine dose which is not greater than
that which was demonstrated to be safe
in field studies (§ 630.30(b)) when used
under comparable conditions. Such
clinical trials shall be conducted in
compliance with part 56 of this chapter
unless exempted under § 56.104 or grant-
ed a waiver under § 56.105, and with the
requirements for informed consent set
forth in part 50 of this chapter.

[55 FR 47875, Nov. 16, 1990]

§ 630.32 Manufacture of live, attenu-
ated Measles Virus Vaccine.

(a) Virus cultures. Virus shall be prop-
agated in chick embryo tissue cultures.

(b) Virus propagated in chick embryo
tissue cultures. Embryonated chicken
eggs used as the source of chick em-
bryo tissue for the propagation of mea-
sles virus shall be derived from flocks
certified to be free of Salmonella pul-
lorum, avian tuberculosis, fowl pox,
Rous sarcoma, avian leucosis,
reticuloendotheliosis virus, and other
adventitious agents pathogenic for
chickens. If eggs are procured from
flocks that are not so certified, tests
shall be performed to demonstrate free-
dom of the vaccine from such agents.
(See § 630.35(a)(8) for test for avian
leucosis.)

(c) [Reserved]
(d) Passage of virus strain in vaccine

manufacture. Virus in the final vaccine
shall represent no more than ten tissue
culture passages beyond the passage
used to perform the clinical trials
(§ 630.30(b)) which qualified the manu-
facturer’s vaccine strain for license.
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(e) Tissue culture preparation. Only
primary cell tissue cultures shall be
used in the manufacture of Measles
Virus Vaccine. Continuous cell lines
shall not be introduced or propagated
in Measles Virus Vaccine manufactur-
ing areas.

(f) Control vessels. (1) From the tissue
used for the preparation of tissue cul-
tures for growing attenuated measles
virus, an amount of processed cell sus-
pension equivalent to that used to pre-
pare 500 ml. of tissue culture shall be
used to prepare uninfected tissue con-
trol materials. This material shall be
distributed in control vessels and ob-
served microscopically for a period of
no less than 14 days beyond the time of
inoculation of the production vessels
with measles virus; but if the produc-
tion vessels are held for use in vaccine
manufacture for more than 14 days, the
control vessels shall be held and ob-
served for the additional period. At the
end of the observation period or at the
time of virus harvest, whichever is
later, fluids from the control cultures
shall be tested for the presence of ad-
ventitious agents as follows:

Samples of fluid from each control vessel
shall be collected at the same time as fluid
is harvested from the corresponding produc-
tion vessels. If multiple virus harvests are
made from the same cell suspension, the con-
trol samples for each harvest shall be frozen
and stored at ¥60° C. until the last viral har-
vest for that cell suspension is completed.
The fluid from all the control samples from
that suspension shall be pooled in propor-
tionate amounts and at least five ml. inocu-
lated into human and simian cell tissue cul-
ture systems and in the tissue culture sys-
tem used for virus production. The cultures
shall be observed for the presence of changes
attributable to growth of adventitious viral
agents including hemadsorption viral agents.

(2) The cell sheets of one quarter to
one third of the control vessels shall be
examined at the end of the observation
period (14 days or longer) for the pres-
ence of hemadsorption viruses by the
addition of guinea pig red blood cells.
If the chick embryo cultures were not
derived from a certified source (para-
graph (b) of this section), the remain-
ing tissue culture controls may be used
to test for avian leucosis virus using ei-
ther Rubin’s procedure for detecting
Resistance Inducing Factor (RIF) or a
method of equivalent effectiveness.

(3) The test is satisfactory only if
there is no evidence of adventitious
viral agents and if at least 80 percent of
the control vessels are available for ob-
servation at the end of the observation
period (14 days or longer).

(g) Test samples. Samples of virus har-
vests or pools for testing by inocula-
tion into animals, into tissue culture
systems, into embryonated hens’ eggs,
and into bacteriological media, shall be
withdrawn immediately after harvest-
ing or pooling but prior to freezing ex-
cept that samples of test materials fro-
zen immediately after harvesting or
pooling and maintained at ¥60° C. or
below, may be tested upon thawing,
provided no more than two freeze-thaw
cycles are employed. The required tests
shall be initiated without delay after
thawing.

[38 FR 32068, Nov. 20, 1973, as amended at 40
FR 11719, Mar. 13, 1975; 47 FR 24699, June 8,
1982]

§ 630.33 Reference virus.

A U.S. Reference Measles Virus, Live,
Attenuated, shall be obtained from the
Center for Biologics Evaluation and
Research as a control for correlation of
virus titers.

[38 FR 32068, Nov. 20, 1973, as amended at 49
FR 23834, June 8, 1984; 55 FR 11013, Mar. 26,
1990]

§ 630.34 Potency test.

The concentration of live measles
virus shall constitute the measure of
potency. The titration shall be per-
formed in a suitable cell culture sys-
tem, free of wild viruses, using either
the U.S. Reference Measles Virus, Live,
Attenuated or a calibrated equivalent
strain as a titration control. The con-
centration of live measles virus con-
tained in the vaccine of each lot under
test shall be no less than the equiva-
lent of 1,000 TCID50 of the U.S. ref-
erence per human dose.

§ 630.35 Test for safety.

(a) Tests prior to clarification of vaccine
manufactured in chick embryo tissue
cultures. Prior to clarification, the fol-
lowing tests shall be performed on each
virus pool of chick embryo tissue cul-
ture:
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